/%— %”)

373\*1\\\0

- =
<EAVIC / 9’) A
S s o> &
& /) Publie M ' /f/
{ /) DEPARTMENT OF HEALTH & HUMAN SERVICES ublie Health Service Y
) Mid-Atlantic i
P tic Region
= ﬂz{
o Food and Drug Administration
Waterview Cor
Tetonmane  rames 331-2906 oorview Gorporate Center
iei1epnone (201) Rl dE 10 vvateerew UIVO jrd l—[oor
Parsippany, NJ 07054
July 30, 1997
WARNING LETTER
. = . RPN f2M P
Norman Braunsteiln iSLREINE
President )
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168 East Main Street 5 BATE
Prospect Park, New Jersey 07508
Dear Mr. Braunstein: File No: 97-NWJ-44
An lnspectlon of your facility located at 168 East Main Street,
______ | o Yy P T T - RIS, PRRgr Gp g I S SR Toeaom - W, Tielee N 1T AN"
L’LprBLL rar s, mu was <Cornaucteda pecTween uune <24 — JulLy <, 1337.
During this inspection our investigators documented serious
deviations from the Current Good Manufacturing Practice
Regulations (Title 21, Code of Federal Regqulations, Parts 210 &

211) in conjunction with your firm’s manufacture, processing,
packing, and holding of various drug products.

Examples of these deviations were noted on the form FDA-483, List
of Inspectional Observations, presented to you at the close of
the inspection on July 2, 1997. These CGMP deficiencies cause
your products to be adulterated within the meaning of Section
501(a)(2)(B) of the Federal Food, Drug, and Cosmetic Act.

1) There was no quality control nlt that had the authority to
release and/or reject drug products, approve master batch
records, approve procedures, or evaluate drug products and firm
practices from a quality perspective.

2) Your firm has not performed validation studies to support the
manufacturing processes for any of the pharmaceutical products.

3) Pharmaceutical finished products and in-process products were
manufactured and released without testlng to support their
ctrancat+h nri ~chamical AarA v-n1 crobioclogica P

olLiCiiglli, p J.t._y ¢ CilciuiaCal anlG Micr U.LUJ.U(_.JJ.Ld_L qud..LJ.LY .

4) Your firm had no established st b lity program designed to
assess the characteristics of drug products throughout their
expiry period, nor was there analytlcal data to support the

expiry periods of any drug products.

5) Your firm performed no testing on raw materials to evaluate
their strength, purity, or quality prior to release for
manufacturing. Additionally,; the reliability of the suppliers’
analyses of these materials was not evaluated.
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6) Your firm had no system in place to conduct investigations.

TMitv s smme Sl wmamitsEameitrvyra ~AEFE Daves MNey o el Ry T - fsam Yo m = = o __ 1 1
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material was observed durina fillino Thara taa na INnuvacti~a+ian

Qe l G a wilios uvu\-.n_:vu \-Lua.a.a.;\_, a.a.4..l..g11\'j- LildClL T waQo 11V .LH.VCD\.J.\JGL.LULI

regarding this solid material. Additionally, nine cases of

PeriGuard lot ? were shipped prior to determlnlng the

composition of e solid material.

7) Regarding master batch records and production batch records:
a) There was no control with regard to the issuance and
ctnrame nf evernntead hatr~rh rararda T~y mtr s 1 el lmd b
sLuLayt UL Tatbiulou battil LolUlus.,. FuL caallple, Lile baltdcll
record for lot ‘Ml - misnlaced and vou inetructred an

bt el d A A ‘I\Ju deddnd wd WU L “Add
employee to dupzlcate the record.

b) The review of executed batch records to determine
compliance with written procedures was not adequate.
Temperatures and m1x1ng times were not recorded as requlred

Lomom T

for Perigiene lot S and GelRite liquid J.Ot m
racnartivalw Thaoaca NYrArace Aatrs ad s ame v rmame eva PO |
LEeSpCLLLVTLy . +1iTOCT pLULEDSDO Geéviatlllils were Vd uatedad
and the nroducts were released for cshirnment

) LR R A e e LAY ~a N A ulb.Lrll\l\.vLL\—

c) Master batch records were not specific with regard to

critical proceSSLng parameters, in that they lacked defined
details such as mixing times and speeds.

d) Master batch records did not contain all the elements
a1 ramn Kty +ha MAanA MarmisE o mdenn s o D U U ST S PR
Leguiled Uy Lie wUOUd NMalluraClurling rractice reguliations such
as: sianatures and datecs of annraval o Aacrvrintinn of +ha
Qo . Sa4giil el To QU WU LTo Vi GQppuauvvad, a ucb\,LJ.LJl..LUll UL LilcT
dosage form, a statement of potency, statements of
theoretical yileld at appropriate stages of processing.

not contain

including maximum and minimum percentages of tneoretlcai
wioald allAuad-. anA Aarh ws ece ~mean S e

yielda allowed; and each piece of equlpment used aurlng
manufacturing was not identified.

8) Your firm lacked a formal chanqe control procedure for changes
made in the manufacturing processes of pharmaceutlcal products.
For example, a formulation change was made to PeriGuard Ointment.
This change consisted of the addition of ‘pounds of Parafin

< Ml

Wax. The change was not evaluated to determine how it effected
nroduct aualitv there was no -Sustification for the chance PR
PLYMNS L quaL Ly, LdELE wWao LU justilidacion ror tne cnange, ana
no Stab .ll.ty data was avallablP for the nradiic+ mannfacr+nrad wit+h

- e - A AR Y A L.z;.uuu\..\_ daldl A Adbv CUde VVJ-‘—&L
the revised formulation.
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irm has not

9) Your £ validated deionized water system, in that you
have not demonstrated that it is capable of producing water of
consistent quality. The water produced by the deionized system was
not consistently tested for microbial gquality, and you have not
established any specifications for the chemical and microbial
quality of the water. Water samples were only tested four times
between the installation of the system on 7/31/95 and the
conclusion of the inspection on 7/2/97. Of the four samples
analyzedi three showed the total bacterial counts (TBC) ranging
from e All three of these samples also showed the
presence am /e bacteria. Your firm conducted no
investigations with regard to the high bacterial counts nor was the
effect on product quality determined.

10) Preservative effectiveness testing on your pharmaceutical
products has not been conducted. The ablllty of the products
preservative systems to prevent growth of mlcroorganlsms has not

PR

tested at a level as high as mcould have been used.

11) (‘193“1“” validatio gtudiee have nant+t hean condinctred foar nan-—
-y AR R e e il TR AL L e U ... 5 SV euvuwaoo QA vo U o MNCTTLL (SR V2T ou L\ 1iwJi1
dedicated eouloment. Add;t;onally, the cleaning procedure for

batching vessels was incomplete in that it did not include a
description of the method and materials used for cleaning, and no
cleaning procedures existed for any of the hoses, hand held mixers,
or statlonary mlxers used in the manufacturing, processing and

We have reviewed your me orandum dated Julv 9 1007 writ+t+ran in

- A AN ditns L Cadina vl o u.l.] 707 L 771 Wi lLelwTill 14
response to the FDA 483, List of Inspectional Observations issued
to you at the close of the inspection. We have the following

comments regarding your response.

The memorandum 1s incomplete and does not satisfactorily address

________ . v la = os - o=

the concerns we have regarding your pnarmaceutlcal products It
Anoe nAat Tiae+ arnacs £3 Yt S TP o omde o mam m semss P T o m e m 4 mem A L
QUES UL 1aotL opeealltC COLrrective actiliors you W.L.L.L nake .LIl oraer to
CereCt the Qbservaf‘innq and nravant c1mi ]l ar Aaxvria+r1Aane fFyrrm

vvvvvv NAdina tl&\f'vbllb D Aiilld L QA Uovidadoedviio 4. 4 Wil
occurring in the future. We also expect you to provide time frames
for the corrective actions to be implemented.

During the inspection, the investigators noted that you inquired

how to obtain a copy of the Good Manufacturlng Practice
P ommmnn ] mde o - - R
Regulations. We are enclosing a Copy of the regulations (21 CFR,
Dar+a 210 &£ 271\ Ao rrall N mmtraae e PR U, P W, IR P U
FArLS 24V & <14 &5 Well as several other gulidance aocuments to
asslst vou 1n mak1 na volur ocorractivae acrtrinmnnga VA1l maywy wandt +m~

X ——alg PAA T At I UL L S R S Vi QAW L ALUVIlOD . 1Uu ua waQlill . wu
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The above identification of violations 1is not intended

1te to be an
all-inclusive list of deficiencies at your facility It is your
responsibility to assure adherence to each requlrement of the Good

Manufacturlng Practice Regulatlons. Federal agencies are advised

of the issuance of all warning letters about drugs so that they may
take this information into account when considering the award of
lalalah ok otV ok el
Lvuwilleiauwu Lo .

You should take pr

ompt action to correct these deviations. Failure
to promptly correct these deviations may result in requlatory
action without further notice. Possible action include seizure

and/or injunction.
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V 2C ar s.
actlons cannot be ompleted w1th1n 15 working da

reason for the delay and the time needed to comnlete the
corrections.

Please submit your response to: U.S. Food and Drug Administration,
10 Waterview Boulevard, 3rd Floor, Parsippany, New Jersey 07054,
Attn: Sarah A. Della Fave, acting Compliance Officer.

Sincerely, )

Ad §. o, 2

Douglas I. Ellsworth

District Director — CERTIFIED MAIL -
New Jersey District RETURN RECEIPT REQUESTED
Enclosures:

21 CFR, Parts 210 & 211
Guide to Inspections of Topical Drug Products
Guide to Inspectlon of Validation of Cleaning Processes

Guide to Inspections of Microbiological Pharmaceutical
Quality Control Laboratories

Guide to Inspections of Pharmaceutical Quality Control
Laboratories



